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WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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Disposition of Claims 

4) S Claim(s) 15-23.25-33,35-68 and 72-76 is/are pending in the application. 

4a) Of the above claim(s) 16-23. 25-29. 37.38 and 72 - 74 is/are withdrawn from consideration. 
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DETAILED ACTION 

1. Applicant's amendment, filed 12/28/05 is acknowledged. 
Claims 15-23,25-33,35-68 and 72-76 are pending. 

Applicant's election with traverse of Group IV, claims 15,30-33,35,36,39-60, 63-68, 75 
and 76 and species of LHRH agonist and leuprolide, and Abarelix, and cancer and 
recombinant vaccines and IL-7 and IGF-1 in the reply filed on 12/28/05 is acknowledged. 

Applicant traverse the Restriction Requirement on the grounds that the search of Groups 
I-V together would not constitute a serious search burden on the examiner and that 
search of the claims of Group IV would provide useful information for the claims of 
Group I-m and V. 

This is not found persuasive because the MPEP 803 (August 2001) states that "For 
purposes of the initial requirement, a serious burden on the examiner may be prima facie 
shown if the examiner shows by appropriate explanation either separate classification, 
separate status in the art, or a different field of search". The Restriction Requirement 
enunciated in the previous Office Action meets this criteria and therefore establishes that 
serious burden is placed on the examiner by the examination of more than one Group. 
The Inventions are distinct for reasons elaborated in paragraphs 3-5 of the previous 
Office Action and above 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 15, 30-33,35, 36, 39-45, 57, 58, 63-68 and 75 read on the elected species. 



Upon further consideration, the prior art search has been extended to include all species 
recited in the claims 40, 41, 42, 45, 63, 67 and 68. 



2. Claims 16-23, 25-29, 37,38 and 72 - 74 are withdrawn from further consideration by 
the Examiner, 37 C.F.R. § 1.142(b) as being drawn to nonelected inventions. 
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Art Unit: 1644 



Claims 15, 30-33, 35, 36,39-60, 63-68, 75 and 76 drawn to a method for improving an 
immune response to a vaccine antigen in a patient, wherein the method of disrupting sex 
steroid mediated signaling to the thymus is through administration of one or more 
pharmaceutical, wherein pharmaceutical are recited in claims 40,41 and 42 and wherein 
vaccine antigen is recited in claim 45 and wherein vaccine is recited in claim 63 and 
cytokine is recited in claim 67 and growth factor is recited in claim 68 are under 
consideration in the instant application. 



3. Acknowledgment is made of applicant's claim for foreign priority based on an 
application filed in Australia on 04/15/1999 and on 10/13/2000. It is noted, however, that 
applicant has not filed a certified copy of the PP9778 and PR0745 applications as 
required by 35 U.S.C 1 19(b). 



4. The specification on page 1, line 3 should be amended to reflect the status of the parent 
applications 10/418,747, 09,755,983,09/755,965,09/755,646,09/758,910 and 09/795,286. 



5. The use of the trademark Lupron, Zoloidex, Cosudex etc. has been noted in this 
Specification and claims (see page 35 of the instant Specification and claims 41, 42 in 
particular). Each letter of the trademarks should be capitalized wherever it appears and 
be accompanied by the generic terminology. 

Although the use of trademarks is permissible in patent applications, the proprietary 
nature of the marks should be respected and every effort made to prevent their use in any 
manner which might adversely affect their validity as trademarks. 



6. The following is a quotation of the second paragraph of 35 U.S.C. 1 12. 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

7. Claim 15 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 
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8. Claim 15 is rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete for 
omitting essential steps, such omission amounting to a gap between the steps. See MPEP 
§ 2 1 72.0 1 . The omitted steps in claim 1 5 is resolution step: it is unclear how to 
reactivate the patient's thymus. The minimum requirements for method steps minimally 
include a contacting step in which the reaction of the sample with the reagents necessary 
for the assay is recited, a detection step in which the reaction steps are quantified or 
visualized, and a correlation step describing how the results of the assay allow for the 
determination. 



9. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention, 

10. Claims 15, 30-33,35,36,39-60,63-68, 75 and 76 are rejected under 35 U.S.C. 112, 
first paragraph, as containing subject matter which was not described in the specification 
in such a way as to enable one skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and/or use the invention. 

The specification disclosure does not enable one skilled in the art to practice the 
invention without an undue amount of experimentation. 

Factors to be considered in determining whether undue experimentation is required to 
practice the claimed invention are summarized//! re Wands (858 F2d 731, 737, 8 
USPQ2d 1400, 1404 (Fed. Cir. 1988)). The factors most relevant to this rejection are the 
scope of the claim, the amount of direction or guidance provided, limited working 
examples, the unpredictability in the art and the amount of experimentation required to 
enable one of skill in the art to practice the claimed invention. 

The specification only discloses data of enhanced regeneration of thymus of castrated 
mice. In said experiments thymus has been reactivated by removing the effects of sex 
steroid on the thymus after surgical castration. Moreover, it is stated that regenerated 
thymus maintains its functional capacity with T cell proliferation, differentiation, and 
increasing in thymocyte number, replenishing all T cell subpopulations and migration 
capacity. ( see examples I- V in particular). The specification also disclosed a detailed 
method of delivery said pharmaceuticals into the patients ( see examples VI-VIII in 
particular). Examples IX-XI in the instant Specification are prophetic examples that 
indicate what the inventor thinks might happen in the experiments which have not 
actually been performed. The Specification explicitly stressed that only after 
establishing the efficacy in mice, large numbers of humans would be immunized in a 
double blind placebo controlled field trial ( see page 103 of the instant Specification in 
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particular). In other words Applicant acknowledge that the efficacy of the claimed 
method for improving an immune response to a vaccine antigen has not even been 
established for mice model 

The specification does not adequately teach how to effectively improve an immune 
response to a vaccine antigen in a patient, comprising reactivating the thymus, claimed in 
claim 15, wherein reactivating is by disrupting of sex-mediated signaling to the thymus 
claimed in claim 30, by administration of one or more pharmaceutical, wherein 
pharmaceutical are recited in claims 40, 41 and 42 and wherein vaccine antigen is recited 
in claim 45 and wherein vaccine is recited in claim 63 and cytokine is recited in claim 67 
and growth factor is recited in claim 68. Moreover, no animals models were used to 
study the effectively of the method for improving an immune response as claimed in 
claims 15, 30-33, 35, 36,39-60, 63-68, 75 and 76. Since there is no animal model data 
and study in the specification showing the effectively for improving an immune response 
to a vaccine antigen by disrupting sex steroid mediated signaling through administering 
one or more pharmaceutical as claimed in claims 15, 30-33, 35, 36,39-60, 63-68, 75 and 
76 , it is unpredictable how to correlate in vivo results of regeneration of thymus by 
removing the effects of sex steroid on the thymus after surgical castration with claimed 
method for improving an immune response to a vaccine antigen by disrupting sex steroid 
mediated signaling through administering one or more pharmaceutical as claimed in 
claims 15, 30-33, 35, 36,39-60, 63-68, 75 and 76 . Feldman et al. (Transplantation 
Proceeding, 1998, Vol.30, pages 4126-4127). teach that "while it is not difficult to study 
the pathogenesis of animal models of disease, there are multiple constraints on analyses 
of the pathogenesis of human disease, leading to interesting dilemmas such as how much 
can we rely on and extrapolate from animal models in disease". Feldman et al . further 
teach that in a chronic immune-driven inflammatory response there are a number of 
pathways that become engaged and effective therapy in immune diseases such as 
rheumatoid arthritis, will come from therapy aimed at several points in the disease 
pathway. In addition, Windmill et al ., (IDS) teaches that while it is tempting to 
speculate that castration removes inhibitory factors on thymic hormon expression, the 
observation that removal of gonadal steroids results in thymic hypertrophy may not be 
explained by a simple relationship. It has been acknowledges that a hypothalamus- 
pituitary-thymic-gonadal axis operates under a series of complex pathways ( see entire 
document, page 1 1 1 in particular). Further, Fabris et al. (IDS) also stated that finding 
related to neuroendocrine-immune interaction should be cautiously evaluated since 
stimuli required to activate a given pathway as well as the end result may be quite 
different, either quantitatively or qualitatively, according to the functional demand, 
morphogenic or of actual performance of the organism. Moreover, Applicant himself 
acknowledge that the precise target of the sex steroid hormones and the mechanism by 
which they induce thymus atrophy is yet to be determined. Thymic function is regulated 
by several complex interaction between the neuro-edocrine-immune axes which are not 
fully understood . Applicant further stressed that signaling by sex steroid is the net result 
of complex outcomes of the components of the pathways that includes biosynthesis, 
secretion etc., and these pathways are not fully understood. ( see page 5, lines 10-15 , 
page 40 and overlapping pages 69-70 in particular). 
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Moreover, at issue is whether or not the claimed method would be efficient for 
improving an immune response to a vaccine antigen, by disrupting sex steroid mediated 
signaling through administering one or more pharmaceutical as claimed in claims 15, 30- 
33, 35, 36,39-60, 63-68, 75 and 76. In view of the absence of a specific and detailed 
description in Applicant's specification of how to effectively use said pharmaceutical 
composition and vaccine as claimed, and absence of working examples providing 
evidence which is reasonably predictive that the claimed pharmaceutical composition and 
vaccine are effective for in vivo use, and the lack of predictability in the art at the time 
the invention was made, an undue amount of experimentation would be required to 
practice the claimed method with a reasonable expectation of success. 

The claims are drawn to a method of improving vaccinating a mammals. By definition, 
a vaccine is a composition to induce a specific immunity that prevent or protect against a 
specific disease caused by a specific agent. One of the criteria for a vaccine is the levels 
of antibody (humoral immune response) before and after immunization and the success of 
vaccination is judged by the extent of increase in the level of antigen - specific antibody. 
The second criterion for a vaccine is the ability to stimulate memory T lymphocytes (cell- 
mediated immune response) (See Janeway et al, Immunobiology, Third Edition, Chapter 
13, pages 579-583 in particular). The specification provides no information on the 
immunogenicity of any vaccine antigen, wherein vaccine antigen is recited in claims 45- 
60 or the ability of such vaccine antigen to protect or prevent from antigen-specific 
disease. The specification fails to teach that any vaccine antigen, as recited in claims 
45-60 are capable of generating an antibody response or cell-mediated immune response. 
The specification also fails to teach that the antibody response or cell-mediated immune 
response to the claimed any vaccine antigen, as recited in claims 45-60 provides for a 
protection against infection. Vaccines by definition trigger an immunoprotective 
response in the host vaccinated and mere antigenic response is insufficient. It is well 
recognized in the vaccine art, that it is unclear whether an antigen(s) derived from a 
pathogen will elicit protective immunity. Ellis, R.W. (Chapter 29 of "VACCINES" 
[Plotkin, S.A. et al. (eds) published by W. B. Saunders company (Philadelphia) in 1988, 
especially page 571, 2nd full paragraph] exemplifies this problem in the recitation that 
"The key to the problem (of vaccine development) is the identification of that protein 
component of a virus or microbial pathogen that itself can elicit the production of 
protective antibodies.... and thus protect the host against attack by the pathogen". 
Moreover, Chandrasheker et al., (US Patent 6,248,329) teach that although many 
investigators have tried to develop vaccines based on specific antigens, it is well 
understood that the ability of an antigen to stimulate antibody production does not 
necessary correlate with the ability of the antigen to stimulate an immune response 
capable of protecting an animal from specific disease, associated with said antigen ( see 
column 1, lines 35-45 in particular). In addition, Spitler , (Cancer Biotherapy, 1995, v. 10 
pages 1-3 teaches that "Ask practicing oncologists what they think about cancer vaccines 
and you're likely to get the following response: "cancer vaccines don't work". Ask a 
venture capitalist or the director of product development at a large pharmaceutical 
company, and you're likely to get the same response" ( see page 1, column 1, paragraph 
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1 in particular). The goal of tumor vaccination is the induction of tumor immunity to 
prevent tumor recurrence and to eliminate residual disease. Ezzell (NIH Research, 1995, 
Vol.7, pages 46-49) reviews the current thinking in cancer vaccines and states that tumor 
immunologists are reluctant to place bets on which cancer vaccine approach will prove 
effective in the long run (see entire document, particularly the last paragraph). It is well 
known in the art that tumor cells in vivo simply do not display their unique antigens in 
ways that are easily recognized by cytotoxic T lymphocytes (Ezzell; page 48, column 2, 
paragraph 2). Furthermore, no one is very optimistic that a single peptide or a virus 
carrying the gene encoding that peptide will trigger an immune response strong enough to 
eradicate tumors or even to prevent the later growth of micrometastases among patients 
whose tumors have been surgically removed or killed by radiation or chemotherapy 
(Ezzell; page 48, paragraph 6). 



Thus, Applicant has not provided sufficient guidance to enable one skill in the art to use 
claimed method of improving an immune response to a vaccine antigen by disrupting 
sex steroid mediated signaling through administering one or more pharmaceutical as 
claimed in claims 15, 30-33, 35, 36,39-60, 63-68, 75 and 76 in manner reasonably 
correlated with the scope of the claims. The scope of the claims must bear a reasonable 
correlation with the scope of enablement. In re Fisher, 166 USPQ 18(CCPA 1970) 
indicates that the more unpredictable an area is, the more specific enablement is 
necessary in order to satisfy the statute. 



In view of the quantity of experimentation necessary, the unpredictability of the art, the 
lack of sufficient guidance in the specification, the limited working examples, and the 
limited amount of direction provided given the breadth of the claims, it would take undue 
trials and errors to practice the claimed invention. 



10. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory obviousness- 
type double patenting rejection is appropriate where the conflicting claims are not 
identical, but at least one examined application claim is not patentably distinct from the 
reference claim(s) because the examined application claim is either anticipated by, or 
would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 
1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 
2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re 
Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 
USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 
1969). 
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A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent either is shown to be 
commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

11. Claims 15, 30-33, 35, 36,39-60, 63-68, 75 and 76 provisionally rejected on the 
ground of nonstatutory obviousness-type double patenting as being unpatentable over 
claims of copending US Applications: 

10/339213 

10/418727 

10/418747 

10/749119 

10/419039 

10/749120 

11/296676 

10/748831 

10/749119 

10/749119 

10749122 

10/553594 

10/553608 



While the instant and copending claims do differ in certain characteristics, the instant and 
copending claims appear to be drawn to the same or nearly the same method for 
reactivating the thymus of the patient by disruption of sex-mediated signaling to the 
thymus by administration of a pharmaceutical and administering HSC. 

In the interest of compact prosecution, Applicant is invited to indicate whether or not the 
differences between the instant and each of the copending sets of claims are obvious as 
they read on method for improving an immune response to a vaccine antigen, comprising 
reactivating the thymus of the patient by disruption of sex-mediated signaling to the 
thymus by administration of a pharmaceutical and administering HSC 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 
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12. No claim is allowed. 



13. The lengthy specification has not been checked to the extent necessary to determine 
the presence of all possible minor errors. Applicant's cooperation is requested in 
correcting any errors of which Applicant may become aware in the specification. 

14. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michail Belyavskyi whose telephone number is 571/272- 
0840. The examiner can normally be reached Monday through Friday from 9:00 AM to 
5:30 PM. A message may be left on the examiner's voice mail service. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on 571/272-0841. 

The fax number for the organization where this application or proceeding is assigned is 
571/273-8300 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 




MICHAIL BELYAVSKYI, P 
PATENT EXAMINER 




